Alzheimer's disease (AD) represents an enormous global health burden in terms of human suffering and economic cost. AD management requires a shift from the prevailing paradigm targeting pathogenesis to design and develop effective drugs with adequate success in clinical trials. Therefore, it is of interest to report a review on amyloid beta (Aβ) effects and other multi-targets including cholinesterase, NFTs, tau protein and TNF associated with brain cell death to be neuro-protective from AD. It should be noted that these molecules have been generated either by target-based or phenotypic methods. Hence, the use of recent advancements in nanomedicine and other natural compounds screening tools as a feasible alternative for circumventing specific liabilities is realized. We review recent developments in the design and identification of neuro-degenerative compounds against AD generated using current advancements in computational multi-target modeling algorithms reflected by theragnosis (combination of diagnostic tests and therapy) concern.
Regulatory guidance has helped in the enrichment of early-stage AD trial samples by using biomarkers [25, 28, 47, 56 & 66] and phase-specific outcomes. We believe that the model of "one disease -one assay -one drug" is applicable to AD which is one of the most common neuro-degenerative diseases. The discrete complexities in the molecular pathogenesis combined with limited knowledge on the inherited and sporadic forms of the disease together the heterogeneity in the clinical development despite the surplus in available yet validated biomarkers for early diagnosis or prognosis of AD has been established [67] [68] [69] [70] [71] [72] [73] . Thus, a different way of thinking is in demand for a comprehensive explanation of the molecular pathogenesis of the disease. Therefore, it is of interest to review the recent advancements in systems biology towards a complete understanding of AD mechanisms emphasizing the emergence of various highthroughput strategies for improvement drug development using OMICS data.
Computational modeling analysis of AD targets
We reviewed data on late-stage drug development for AD over the 4 decades [3, 25]. Drug-like molecules with cholinergic function with modest and consistent clinical effects in late-phase trials are known. Hence, there is a need for further improvement in the development of AD specific drugs. Data is also available on late clinical development, methods, biomarkers and regulatory issues at the multi functional point of view [74] [75] [76] [77] [78] [79] [80] [81] with the comparison to other neuro-degenerative disorders such as PD for the purpose of neuro-protective effects [82] [83] [84] . It should be noted that predominant drug targets are in the cholinergic system and the amyloid cascade although a large range of small molecules and biological products have been investigated in clinical trials. Therefore, there is a need to review and document the available computational methods encompassing ligand-based approaches (QSAR, pharmacophores), structure-based approaches (homology modeling, docking, molecular dynamics simulation), and combined approaches (virtual screening) used in the development of drugs for AD. It is also important to document the comprehensive information related to the molecular etiologies of the disease, novel targets for drug development, and different chemo-informatics modeling strategies in this context. We also document information on multi-target drug development, natural products, protein/peptide biomedicine, natural products, and nano-materials are also included in connection with computational modeling of anti-Alzheimer drug development. 
Data mining in known literature databases for AD
We used the available literature databases for gathering information related to AD and its drug development. The Pubmed (http://www.ncbi.nlm.nih.gov/pubmed/) database search was completed using keywords from 01/January/2008 until 31/January/2018 for literature data on AD. Keywords such as "Alzheimer's disease", "memory complications", "chronic neurodegenerative", "dementia prediction", "theragnostics", and "treatment algorithms" were used. "Alzheimer's disease" and "treatment algorithms" produced 3844 abstracts. This data was further manually curated for knowledge enchainment. We also used the http://www. clinicaltrials.gov/ database for AD related clinical data.
Figure 2:
A hypothetical schematic illustrating the progression of amyloid deposition over time from early initiation (ei) phase to progressive phase (p1, p2) leading to the final late equilibrium (eq) phase is shown.
IRP data related to AD:
Intellectual property rights (IPR) data related to AD is highly relevant in drug discovery. We gathered IRP data related to AD made available from 1997 to 2017 using KIPRIS (Korean patents (KP)), WISDOMAIN (worldwide patents), IPIntellisource (USP, EP, JP (PAJ), CN (China) and PCT).
AD related patent data:
The treatment of AD poses perplexing challenges due to the complex pathology involved in the etiology of the disease. Drugdiscovery have to shift focus from the design of selective agents that target only one patho-physiological pathway to the design of agents that operate through manifold mechanisms targeting the complexity of the disease state. Patent analysis on new drugs for AD shows that the trend on patent submission has increased remarkably since 2005 ( Figure 1A) . The continuous clinical trial failures require a shift from the prevailing paradigm targeting pathogenesis to the multi functional one. AD is emerging as the most prevalent and socially disruptive illness of aging populations. Therefore, manifold targeting using a combination of drug entities has been used in the clinical setting for several years through a poly pharmacy approach. This poly pharmacy has been achieved by combining several drugs that independently act on different etiological targets of the disease. Moreover, it should that about 50% patents filed are held by companies in USA ( Figure 1B) . Furthermore, localized delivery by means of nano medicines limiting the side effects of anti-AD agents should be effective at improving AD management. However, some important concerns were to be addressed in this regard. Clinical efficacy and potential toxicity of naturally available active compounds in large trials also require further assessment before their use in clinical practice.
Computer-aided mathematical model for AD:
It is known that a mathematical model for AD consists of neurons, astrocytes, microglia, and peripheral macrophages as well as Aβ aggregation and hyper-phosphorylated tau proteins. This model is described by a system of partial differential equations. This model is used to simulate the effect of drugs that are either failed in clinical trials, or currently in clinical trials. These simulations suggest that a combined therapy with TNF-α inhibitor and anti-Aβ could yield significant efficacy in slowing the progression of AD [85-88].
Equations for Aβ:
The Aβ within neurons, A i β is constitutively released from amyloid precursor protein (APP) at a rate,λ i β and it is degraded at a rate, A i β . A i β is overproduced under the reactive oxidative stress (ROS) designated as R.
Hence the equation for is given by
Where, N0 is the reference density of the neuron cells in the brain.
Equation for neurons:
Hyper-phosphonated tau proteins forming neuro fibrillary tangles cause microtubules de-polymerization and destruction resulting in neuron death [89-96]. However, neuron death is also caused by stress from pro-inflammatory cytokines that is resisted by anti-inflammatory cytokines. We represent the proinflammatory cytokines by TNF-α and the anti-inflammatory cytokines by IL-10.
Hence, the equation for N takes the following form:
∂A/∂t= -dNF . Fi/Fi +kFi . N-dNT . Ta/Ta +kTa . 1/1+γ10/kl10 . N - [2] Where, the death rate of N caused by Fi and T α are assumed to depend on their saturation levels.
Imaging agents capable of assessing in vivo Aβ content in the brains for AD subjects is important as diagnostic agents to detect Aβ plaques to help test the amyloid cascade hypothesis. This aids to assess the efficacy of anti-amyloid therapeutics under development in clinical trials. The hypothetical schematic of the progression of amyloid deposition over time from the very early initiation (ei) phase to the continuously progressive (p) phase and to final late equilibrium (eq) phase is illustrated. It should be noted that relatively long (p1/t1) and brief (p2/t2) progressive phases as shown in Figure 2 . Symptoms are not evident until the equilibrium (eq) phase but the cascade of pathological events that leads to these symptoms (i.e., neuro fibrillary pathology and synapse loss) is initiated during the progressive phase (p).
Figure 3:
Computer-aided rational design of multi-potent ligands with controlled poly pharmacology is shown using a QSAR model.
Multi-Target designed Ligands (MTDL) against AD:
Multiple factors involved in AD include amyloid aggregation to form insoluble neuro toxic plaques of Aβ, hyper-phosphorylation of tau protein, oxidative stress, calcium imbalance, mitochondrial dysfunction, and deterioration of synaptic transmission. These factors together accentuate changes in the CNS homeostasis starting a complex process of interconnected physiological damage leading to cognitive and memory impairment and neuronal death. The rational design of new drug candidates by multi target-directed ligand (MTDL) developed a variety of hybrid compounds acting simultaneously on diverse biological targets has gained increasing attention in recent years. Therefore, it is of interest to review data related to MTDL in the development of candidates specific to the treatment of AD. 
QSAR model for AD:
QSAR modeling has progressed from analysis of small series of congeners (same kind) using basic regressions to applications on very large and diverse data sets using a variety of statistical and machine learning methods [31] . QSAR uses ligand based theoretical approaches for modeling the physical, biological, and pharmacological properties of compounds and forms a crucial initial step in drug discovery. Combinations of the QSAR approach and related theoretical methods such as virtual screening and docking are very useful in the study and design of multi-target ligands with unique poly-pharmacological profiles ( Figure 3) . Therefore, the application of QSAR in the identification and design of novel yet effective compounds in the treatment of AD is relevant. 
Chemo-informatics methods for on-

Factorial design of multi target drugs for AD:
Factorial designs of multi target drugs for AD are essential given the enormous and crucial advancements in the knowledge of the mechanisms and implications of AD. Available information on the epigenetics and environment differences specific to AD is crucial in the factorial design of the disease. The NIH National Center for Advancing Translational Sciences (NCATS) maintains NCATS Pharmaceutical Collection database ( Table 1) . Critical review on this data is highly relevant in this context. NCATS and pharma companies use this database to explore about 3800 known drug compounds using phenotypic data in discovery. Various techniques for repositioning that includes blinded, knowledge-based and targeted-mechanism based as shown in Figure 5 are often used in the design of novel compounds. The chemical structure of Metamine® that is used as a multi-target molecule for AD is illustrated as an example in a chemoinformatics based application of drug design. targeted-mechanism based approaches are illustrated using a chemo-informatics model.
Multi-target-directed ligands (MTDLs) for AD:
Multi-target-directed ligands (MTDLs) [6, 11] offer promising candidates for the treatment of AD. The structures of 140 ligands were docked with the major targets of AD such as AChE, BACE-1, and Aβ aggregation. Ligands were scored based on electrostatic and hydrophobic contributions to the binding energy. Polar interactions by H-bonding interactions analysis were studied. Docking scores were used to rank ligands depending on presence of number of H-bond donors and acceptors within the active sites. Binding energy scores represented in the Heat map (Figure 6 ) displayed variability in interactions of the ligands to the three targets of AD. There were several ligands that showed striking interaction with at least two targets and some had strong interaction with all the targets. It was shown that five anti depressant drugs having tricyclic secondary amines had strong binding affinity with broad specificity towards multiple targets of AD. Heat map analysis of binding constants for 140 FDA approved nervous system drugs screened against Aβ, AchE, and β-secretase is also available. The use of molecular docking in virtual screening for the identification of bioactive molecules from natural product databases is feasible. The diversity of chemical components and the unknown bio-metabolism is the challenge in use of natural medicines and the identification of their active constituents. The systematic strategy for evaluating the bioactive candidates in natural medicines used for AD is shown in Figure 7 . Figure 8 . The imaging procedures are followed by a cognition test (MMSE) to determine the disease stage when AD is diagnosed. Decision tree was performed and tested for classified patients to administer new molecules for AD treatment as described above. 
Molecular docking analysis for active site inhibitors of MAO-A and B:
The use of docking tools in the design of compounds for neurodegenerative diseases is illustrated using MAO-A and B inhibitors using one of the subunits as a target. Water molecules and heteroatoms in the target were removed prior to the docking experiment. Hydrogens were added and the target protein is minimized using the Discovery Studio protocol (accelrys.com) using Chemistry at Harvard Macromolecular Mechanics (CHARMM) force field. Missing hydrogen atoms were added on the basis of the protonation state of the titratable residues. Molecular models of the inhibitors were built and optimized using SPARTAN 10.0 (software for a molecular modelling and computational chemistry application from wave function). Molecular docking was completed as shown in Figure 11 using 
Theragnosis (combination of diagnostic tests and therapy) for AD:
Theragnosis is a new field of medicine, which combines specific targeted therapy based on specific diagnostic tests with a focus on patient centered care. It provides a transition from conventional medicine to a contemporary personalized yet precision medicine. This paradigm involves using nano-science to unite diagnostic and therapeutic applications to form a single agent, allowing for diagnosis, drug delivery and treatment response monitoring. AD presents a pioneering example where research to implement every aspect of predictive, preventive, and personalized medicine is applicable. It should be noted that majority of available biomarkers serve as tools during the investigation of disease progression as well as during novel drug discovery and development.
TOMM40 variable-length polymorphism and the age of lateonset AD: Co-localized genetic markers TOMM40 and APOE [141-153] which account for the vast majority of variability in both risk and age-of-onset of the disease (Figure 12) is useful for the prediction of age of AD onset. It is proposed that each of the original AD age of onset curves is a composite of sub-curves that are defined by TOMM40 genotype. The APOE4/4 curve remains unchanged as the vast majority of APOE4 alleles carry the long TOMM40 allele. There are two curves for APOE3/4 individuals due to the presence of either a shortor a very long polymorphism linked to APOE3. There are three curves for APOE3/3 individuals due to the possible combination of alleles, i.e. short/short (Sh/Sh), short/very long (Sh/VL), and very long/very long (VL/VL). Thus, the commonly accepted assumption that LOAD is underlined by a complex and elaborate set of genetic markers can potentially be countered. The complexity can in fact be disentangled and reduced into a clear and minimal set of diagnostic markers. Moreover, a measured path has been set forth to establish the extent that these markers have clinical utility in supporting prevention therapy paving the road for rational health management and development of insurance reimbursement programs. It is expected that this and similar approaches will lead to real personalization of care in AD as well as other medical conditions for the benefit of patients, care givers, and health systems. Allele P-value HR σHR I 2 P-value HR σHR P-value HR σHR P-value HR σHR P-value HR σHR ABCA7 Rs3764650 19 Various machine-learning techniques were employed to leverage multiview MRI, PET, and CSM data to predict AD. It was extracted from multi-view features using several selected templates from the MRI dataset of subjects. Tissue density maps of each template were used for clustering subjects within each class in order to extract an encoding feature for each subject. The use of support vector machine (SVM) to classify subjects is contextual. An implementation of the 3D-CNN [162-168] uses the ReLU activation functions at each inner layer and the fully connected upper layers with a softmax top-most output layer predicting the probability of belongs to an input brain sMRI to the AD, MCI, or NC group as shown in Figure 13 . The Adadelta gradient descent was used to update the pre-trained 3D-CAE and to fine-tune the entire 3D-ACNN. The 3D-ACNN classifier can accurately predict AD on structural brain MRI scans than several other state-of-theart predictors. The pertaining and freezing layers were used to enhance feature generality in capturing the AD biomarkers. Moreover, three-stacked 3D CAE network were relevant on CAD Dementia dataset. The extracted learnt features ( Table 2 ) are used for AD biomarkers detection in the bottom layers of 3D CNN network. Three fully connected layers are stacked on top of the bottom layers to form AD classification on 210 subjects in this network. The classification performance was measured using tenfold cross validation and compared to the state-of-the-art models. 3D CNN out-performed compared to other known methods.
Prognostic factors for AD:
The factors that influence the rate of functional and cognitive decline in AD are poorly understood. An investigation using geriatric inpatients and outpatients with a clinical diagnosis of AD based on DSM-III criteria were assessed with the Blessed Dementia Scale (BDS) and the Blessed Information-MemoryConcentration (BIMC) test at baseline and at 3, 6, and 12 months to identify prognostic factors. The signal can be detected by an external receiver and reconstructed to form images. The therapeutic payload can be chemotherapeutic drugs, or nucleic acids, such as DNA and siRNA. The payload carrier is generally a matrix commonly comprised of polymeric materials with multiple functional groups on which signal emitters or therapeutic payloads can be conjugated. The targeting ligand on the nano-particle is selected to bind to and form a complex with a specific disease marker on the target cell facilitating transport of theranostic nano-particle to the site of interest and enabling specific interactions with the target cell or tissue. The signal emitter and therapeutic payload of theranostic nano-particles can be either embedded in the carrier or conjugated on its surface while the targeting ligand is always covalently attached to the surface of the carrier, which allows the direct interaction with the target cell or tissue. Common multimodality nano-particle imaging agents include MRI-optical, MRI-PET, and optical-PET agents [175-178]. For example, iron oxide super paramagnetic nano-particles can be conjugated with a fluorophore to enable both MR and biophotonic imaging [169] .
With this dual-imaging capability, MRI scans can be used to identify tumor localization for post-operation monitoring while biophotonic imaging with the resolution at the cellular level can be used intra-operatively to identify tumor boundaries for precise resection. Nano-particles have been used for the targeted delivery of drugs aiming to reduce the AD symptoms or to reverse the course of the disease [179-183]. The multi-valence of nanoparticles has allowed their functionalization with several kinds of targeting groups to cross the BBB and to target the place of treatment. With this approach an increased drug bioavailability has been achieved in the CNS using intravenous administration in place of more invasive administration routes. Nano-particles have also been used in the development of vaccines and therapeutic formulations for intranasal administration. Targeted nano-particles have been proved useful to enhance the performance of therapies against AD. A better understanding of AD mechanisms will help the successful application of targeted nano-particles for combined therapies.
Conclusion:
Computer aided drug discovery includes data mining, chemoinformatics, QSAR modeling, virtual screening, and molecular docking. We report a review on various computation methodologies used in CNS drug discovery processes such as the design of novel effective candidates for therapy of neurodegenerative AD. The use of sequential combination of ligands and structure-based virtual screening techniques with focus on pharmacophore models and molecular docking has been reported. The theragnosis (combination od diagnostic tests and therapy) paradigm for AD management involves using nanoscience to unite diagnostic and therapeutic applications to form a single agent or multiple functionalized pharmacies, allowing for diagnosis, drug delivery and treatment response monitoring. The application of this strategy to personalized AD care is envisioned.
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